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Background

Stevens—Johnson syndrome (SJS) and toxic epidermal necrolysis (TEN) are severe, life—threatening
cutaneous adverse reactions, primarily triggered by medications. These conditions present with
widespread erythema and mucocutaneous erosions, accompanied by systemic symptoms such as fever

Patients may suffer long—term sequelae, including severe ocular complications. In Japan, cases
involving <10% body surface area (BSA) detachment are classified as SJS, while those with >10% BSA
involvement are defined as TEN. Despite treatments such as systemic corticosteroid therapy (SST) and
intravenous immunoglobulin (IVIg), the mortality rates for SJS and TEN remain high (4. 1% and 29. 9%,
respectively, in the 2016-2018 national survey in Japan), with no significant improvement over the
past decade. Notably, even after IVIg was covered by insurance in 2014, outcomes have not improved,

underscoring the urgent need for new therapeutic options

Etanercept (ETN), a fully human soluble TNF-« /LT a receptor fusion protein, inhibits TNF-« -mediated
pathways, which are implicated in granulysin—driven keratinocyte death in SJS/TEN. Clinical reports
from Taiwan and Italy have suggested its efficacy and safety in treating SJS/TEN. For instance, a
Taiwanese RCT demonstrated significantly better survival and outcomes with ETN compared to
corticosteroids. Meta—analyses suggest clinical improvement in 91% of treated cases without serious
adverse effects. Physician—initiated clinical trials are also planned in North America, highlighting
growing global interest in EIN therapy for SJS/TEN.

Research Objectives

(1) To evaluate the efficacy and safety of etanercept in patients with SJS/TEN refractory to systemic
steroid therapy.

(2) To identify predictive biomarkers for steroid non—responsiveness using serum cytokine/chemokine
profiling.

Project Overview

(1) Etanercept Clinical Study for Refractory SJS/TEN

A multicenter, open—label, single—arm clinical trial was conducted targeting patients aged 220 years
who showed inadequate response to SST (220 mg/day prednisolone equivalent for >2 days). Patients
received subcutaneous ETN 50 mg once weekly. Additional doses were administered on Days 8 and 15 if
re—epithelialization was incomplete. The primary endpoint was the time to complete re-—
epithelialization. Secondary endpoints included hospitalization duration, mortality by Day 29, skin
progression cessation time, disease severity scores, ocular involvement, and safety.

Between October 2021 and December 2023, 8 patients (5 male, 3 female; mean age 63.4 years) were
enrolled (SJS: 5, TEN: 3). The median time to complete re—epithelialization was 10.0 days (mean 12.8
+ 5.5 days), comparable to historical steroid data (16.7 days), though the difference was not
statistically significant (95% CI: 8.1-17.4; p = 0.0828). Adverse events occurred in 6 patients (75%),
but none were attributed to ETN. No serious events or deaths occurred during treatment.

(2) Biomarker Identification for Steroid Non—Responsiveness

Serum samples from 8 steroid non—responders and 14 responders were analyzed using the Bio—Rad 48-Plex
Cytokine/Chemokine Panel. The aim was to comprehensively identify cytokines and chemokines that differ
between the two groups to establish predictive biomarkers for poor response to corticosteroids.
Multiplex analysis suggested insufficient suppression of TNF-« after steroid therapy. TNF-« may

serve not only as a therapeutic target but also as a biomarker for steroid resistance
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